Stress is critically involved in the development and progression of disease. From 2 the stress of undergoing treatments to facing your own mortality, the physiological 3 processes that stress drives have a serious detrimental effect on the ability to heal, cope 4 and maintain a positive quality of life. This is becoming increasingly clear in the case of 5 neurodegenerative diseases. Neurodegenerative diseases involve the devastating loss of 6 cognitive and motor function which is stressful in itself, but can also disrupt neural 7 circuits that mediate stress responses. Disrupting these circuits produces aberrant 8 emotional and aggressive behavior that causes long-term care to be especially difficult. 9
The clinical relationship between Alzheimer's Disease and stress. 116 While many studies have applied stress in animals and observed accelerated AD interpretation of many studies (Bennett and Thomas, 2014) . behavior is present in so many independently-generated transgenic mice, it is hard to 203 imagine that this is due to the background strain of any particular transgenic mouse.
204
Rather, APP misexpression must in some way perturb stress-responsive neurons to alter 205 their function, which in mouse is expressed as elevated anxiety-related behavior and 206 stress sensitivity.
207
In addition to aberrant behavior, many AD model animals display elevated Cort, increased risk for dementia.
262
A mechanism linking AD pathogenesis with stress phenotypes. 263 One potential mechanism by which an increase in extracellular Aβ (used as a 264 proxy for AD pathogenesis) might be translated into a "generalized" stress response that likely that many more connections will be found between stress and the pathology, The effects of AD progression on stress signaling must also be considered in the see Baird and Thompson, 2018) . While these studies suggest that stress reduction is 356 beneficial to AD patients, whether this also decelerates disease progression remains to 357 be determined.
358
As we strive to understand the inherently cyclical nature of the relationship 359 between stress and AD to determine the causal events that precipitate dementia, by 
